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Form mrmA/t^l <covssr shfiieO (Apral 2007) 



|_XJ she iat«mati©rtai appikaaioss sfi she iaiiguage in w^kit $t was lliesS 

s translaUfJB of ths miemaUoaal ai^ic^iioxs into . . is the langit&g^ of & 

t i llsss opflipn hss beejs j^stab^lished taking isilQ accouni the refflifkst5«>0 &f &0 «»g(rviosss mls^ske sutli^^ by or ii0$ifSfir«J 
to liiis Auihbniy under RisE© 91 (RisJit 43to> H^)} 

3. WiEii Tipg@tr<S 10 ally E3«&c3eotld« &3£^/«r s^mm^. ^iis^osed mternit^ionalsppiic^sic^fi, tliis opmion beejj 
esti^iishsd the biasis f>f: 

a. «yp© of misieml 

O 

i^s^^isncc If sting 
[ I tablets) re^ate^S to; the ssqui^ssce It^liig 

1 I 015 paper 

t: tim4 of faiijj^furnisfemg 

I I coiitebed in the ini^adional aiJpS jc:a£i*>n as iji«d 

ftlc<S tagethet with Oie imeraauoaaS 8pptsca0<>n sii ekc?Faaic foma 
£un)ishe4 satb^eqMsentiy So tSits Authority tfce pwjpqsics of search 

4. f i In 3id<itJs0ii, in the <:8se ilsas iiii>r& o^e vefsfen or mpf ot sa sequence listing and/or iab?«(s) feia5ing thereto has been 

in ihe apjjSicRtiQti as filed or does pot m bqyorad th^ i^^itJatfoa apiiiixsims^ fumisJ^, 

5. Addiiion^ commesils: 



¥mm FC1VISA/237 (Bqk No. J) (A^dl 2007) 



I Use i^estioRS whether ihe efeissafid liavcRison a^jgseass io be to involve ^ aav««etve j$^ «oes pfeyitsjis); <yr 10 6^ 
^>)ppl3c^ble have ssQt been ^xamiti^m 

□ 



subject smfief wfeicb dtxs not T«quife &n laiemaSJonai search (spec^): 



the^^cdi34io<1s, claims or <lraw irtgs /M?^ claims Hos, ^* 7^ 36^0. t(!l4Tl15 

are se> uaisl&ar ilia^no m«sani 

Ctsimis S, 10^17^ 1i(M^1 1:5 sins^skp^abls E^cau^o thd^^ <$i$p$n49ht ofa^ms and sam not d^^^d m sccort^^m^wiih^ 



the clainis, brsasd claii^ are so isisfle^iu^tely StippQftcbdl 



no iMematiofiaS search repQjt has Iseeti esia!>l jshc^^ for said claiTTss Nos. 3» tO-;^?, 56^0. 104- Itg 



n ftimish 4 sesjuiErnce Usting os3 pfatjie^i' coiiifiplytrfcg wiili she stsiidsiti pnjV'idgNl for in Annex G of ihe AdminisirBli^^e 
Isss^jcSsoiis, sndsitch listing w^^t »v^f table the lintmisidosi^ Seaiching Atitl^ ind inaniicit^c^t&ble 

n 

instnjcsions, asad S4ic|j lisii ng was mt availabic to 0e Ifiiesdistjiosi^ d fon?) dead manis^^jccep^le 

|_| pay tl3€ 7e£|«EilTed: Jatte IsmiisME^g fee Ibr the iuniishisi^ of a ^sequence Jisiifitg in r^s^nse tp 2n inyjtaiabii ttsidtr 

\ { a TTii^i^gful opiisk^h the mhk& tel&itd io the s^uersice Ibtxi^gs^ the applicant xlid not, wi^^^ 

pE^ss^bed time 3s3ni^ ^r^isli £^uc^ 9;&biss in d^U&mc with ^ ££$;bn£cai t^ui^^ fsft in 

□ 

lechnicai cequiirernelnliE ptii^vidted ibr in Afiisex C-lbis of the AdlmsnB$ba(sve In^tnictiQits. 
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I U StafcmbnS 
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NO 










Hpn& 


NO 



2. ^s£^0iis siisi iHtplaiiistidite: 



1 . .. .. .. . . . . 

I As to clasen 1, Warn© laacheis a methad cf th©rap@ut*cai}y lreatiE>§ Akhsifwaf's dissasa {pars fP03S|, [0050]), comp«jsiEig admiofsteriftg t>y 
I^U^vanous m^sim io a patient su^ri^fg from th^ cfts^a^ (parsi |0Q3€|, £0OS8|) a dossgs sn: jantitH9«ly w^in s range of about 
I to te&s s*tan 5 iTsg/kg (par? p033^J), wtierein the antibiiy spee^^Hy binds to beta amyk^it^ jpipi^^s .{^^ 

|M to cimm 2, Wsm^ ieacih^s b method csf ihisrapsuticaf^ ii^a^ng fiiizhsimafs dts^asa {pat-^ £00:^|, [0050]). ^^vtpn^ing ^mm^^^ri^ t^y 

I mg/kg to B mg/kg (para 10*5353)^ syJiBrein ihe siiiibo^ specifH^ay btnds to m H-^9iTn^^l(^!^mmlQf b^ fjeptid© (A^ 

|i>sta) wifih a £wfidi?50 «^«ity of ?<>^ p-f (pg^ ICS^^ ^9fsp$titic9^^yJr^ j?aB0Fit (pars^p 

I A§ to eJaiPFis S-T, Warn© tsacJ^e^ mat me 3niibo<iy is s htimanuEiwS vers^w of mouse s»^pc$y 3©© e^pre^ssad by the %bnidQrna^ 

^ ijfidef ATCC tf nsJer FT A-5 1 30 (para {00 10], ^1 29}). AJthoi^^gn Wsrrte <3o^$ «ot ewps^ssly tea*^^ that me. ariJSbody (9 bssjinsuzymabv tho 

I ^ri^b6<Sy ipf Sid 

I As Id ds^ms &7r^&d; Warrtd t^sc^iss s nrtethod M ti^^g i^zhatmer's dsasss: (para |0D3^|, [OO^J)^, compfi^ng: 

^ ddm^niijSleriiEigi b $ p^^i having the dfs^sd <p$r$ tO^i) an sr^^^bbtfj^ th«£t ^p^ifK^fly bifitis to an ^i-iarniin^ fr^gm^r^t of A-biata (p|^ 
I [ot73}L thsfefey tnsaSing ^& paSJsf^t {pars (OOSSj). 



S As Io ci^itTi 6i , Wgtm^ igsi^i^s thai the antil^ody is sdmsnistarstS intravanously (pBfa [ 
As to claims 62^3, V^fn« lB^ ffianti^y {par® 10173})^ 

As to elaim B^^^ 

As ttfr cJatms S7>-T3, W0rr?« th® goiiEK^dy is ^^^n^totst^f^ at a dcsa tif 0.10^.3S fttgif^^ 0^0^5^:2 mag/Si^, 

a05-OJS sr^g, 0.05-0.07 it^^Q, 0,06 m^/kg, 0.1-Q,1S m§/kg {para [Q172|) weehly to gfi^ (para J0172H0173]), 

As to sJaim^ ?7-€6, Warns leaeh^s 

a^ibaJt3rteoys^/ admints^teflfig io a^^ dissasa fpara [OO35H0O36|) aft antil>c»<^^ that speciScsfiy ^nds la ar* f^termirtaJ 

frs^ineni of A-barta (para J01271>, wherein $h© isntibedy a«fmjjiis4er&<i aS a dose oi 0.0t-O,S mg/kg^, 0-OS^.S Ptig/kg, a05-0.2& mqfkq. 



Forts FCiylSA/237 (Box N^j. V)X April 2007) 



pmimmm^mm?^ mm mm 



i R cssse t fee s§s&s« 555 SBiy of ^me^ii^g bos£S Is EB«st jsafftdfifit, 
ConJismatiofs of: 

Box Gitattons snd £x5^ana4ksns: 

As to dsim 67-94. Wssris s method of traaJin© AteheitTJSf's dj^s^se {pars |0036], pttOSD]), comprisingr 

sufcjCLttsn«K>ysly ad«7im(s^nn§ 1<q a patient having ths dtseas© (para |0035H003S)> an anUSxsdy th&i sp®dJ?C3Ky binds to 3« M-tarynin^sJ 
fragment of A-beia {para [0127}), whefe*^ ma antitiody is afSfr«nis£«ftsKS st a etas© of 1-40 Riig, fi:i§, 2.5-15 mg, t-12 JTig. 2,S-1Q mg. 2J 
5 jng, 4-5 Of mg <pafa JGI 74]. |d178|> ai^d ^ ^Misnqif i)fi!*^ Of w^^sts^bhs^ [6i^5|4q^73j}, 



CJairsti® 60, 74-75, an^ S$^tQ3 fad< iri tnvonlHfs steip^in^ over Wamei. 

file averagjp $$f^m Gsni^nU'^o is ^thfliri a mnga og antibcHST^} s^rum. Howtitvi^^ Wame tsae^tas Vmi ti>9 Sr^mfin «]tn^ 
1~10ip6 M^irnl (pdra iDTTB]); aif^d itii^'iQMlii h^V^^^b^ o&wk»i$& tOf oni^ of ^^^^ ^ art thsit th^ jxe^et^ ooif«a9n(radp 

As fo c^iimB 74^75, ^Aifame ctoes teach that £h$ av®fag9 senim cc^o^rntrsUort orths^niibody is niatntsnisd^ f^^^ sIk monSl^s m m 

for mtch ^xtsnded imrjods of Uine. becauso U hav» baera nfioa^^sry to trsat a clHonip. progressive disease s^^s iS^hetmei^s 

As to daifns S5-103« Wam« tsachas a nf^«thc£i of tr©aSn§ Alzheimer's disease (psra ^03% [DOSO]), compnsfng: 

sdnninislenng io a patient having ihe diseasa (para {0036]) antibotfy that spedSicaRy Jjtnds to ^4■'t!smlif^al fragmoni of A-dets (para 

fOlSTI) in a r«@tm^ sufiSdent tc maini^n ^ s^rum conc&ntralion of the aniibody to Uie parent of 1 -1CSQQ snybody/mi $$f\»m (para |01731) 

an«J iSterabhy irssSng the p^jtfanl ^pars |0036J). Wame doe^ rtot ej«pf0ssJy issch ^at ^ ms^iifBum or avaragso semm cofxcentration of 

antibody is (ess {^^an sb^ut 2S ugfrtiE. wlihm j% rstt^ oi ^houi 4-26 tsg/rttf, 4*t3 ug/mt, batow ab&ut 7 u$/mi^ wiliiin a raoga 2-7 ug/mi, or 

about 5 ug^L Howavar. it vvmi^d $)ave baen olavious to o? sEuK m a?t thsl the pfsfafrod sefiim ooncsntra&tcm ooukS fall j^yv^hera in 

th<&^i4sicS<>S^ 



Oatiti 9 13<^s 3ft j>^!t^htive ^£si? m^fsr PQT ^'de 33(3) bs o&vipus dv«rW in view 0 US 2007/Qt>82367 A1 to G«>ii4Sva}1j e« ai 

As 1i> dteim Wam^ taadhas s Jtisti^ of th«(^peuti<iaHy^^t^ is ^ hym;gntierci ^hfib*^ ^Sa® 

^^{p^rtation sfec>v© for e^afro 6). Wsm® fyrtiier t^ac^es sj'tatths h«m^ntt^^?^ humantee<J vof^jon «^ m "t 

{psra |00 ^01). Wama «fe>es not taac^ ihat th® ^nti£?o«{y ts «5ip«ie«s©d by fiybrtdoms <fepostt&d tmdsr ATCC on^ier PTA-727 ^ . OodayartV 
loac^s a tiy&ridoma ©npf^ssing a huinamsEad v^&rsksn of mouse antibody 12A11 d^posffc&d undeJ" ATCC vndef PTA-7271 {pafs J0137]- 
(p^3Bj^ ii wQuJd have b««n obv«3us lo on« of s^li fche art to asm an antibotSy ©«pr«sss<3 by thay hybrictoma PTA~72T1, tH^cd^fSd ft wou^d 



Claims and Jack an ifiviaRyv© Stefi iirirfar PCX AtSkjJ© 53(3) aSt bi&tng GCr!ii'k>^s ^Of^^r^l^^ iif US 260l5yFOf 2i03B A^^ito 

As^ cairns ia artd 23> v^me leachas a n^^^pd llvo^pButit^l^ tr^a^ alio^a c^alnr^ i). 

V^Ris dees iK»t teach iu 

fi^ethoci t^usih^ by Warne» ^caiis^ pna <3if sktR in th© art woukJ hsvB jj^a^^ is rtkciiR^ uSad t<» rvkmiior Alzl^di 

As c^Jm 59* S<^nk i©Q<^8S iyps ts a?^ Alzbeim^F's Diissss^ Assesstrtsm Scaie (APAS) (psra ({MGSJ). ^Shptigh 

Sche«k dtjes r40t Search ihalt^ ^S8Ssf^miityf>9 is th® ADAS-c^sgniSiys t^0AS-CO<3). itweHiild h3v©>9^ c3&\rtou^^^ 

Io p&ff0(f^ Vvs(l4cm3W^ subtypes of kffoitvii sybtypas wora fo^iihdly uS^^ to (il^Ofitil^^ 

As So cfs^ms 2p and 24, Sc^n^: t&^<^^s [P^?|}- 



PCT/US20CIBTOO3TO 22.01.2® 



PCTAJS 0a/BO37O 



lii ic3$s tht ^zmin assy «jf tSf ft pr^mimg is^ nc^i sislpp^nt 
B<»^ V^2, Ciijation^ E^iari^ons {first $ 

As to Gtalm 3S« Schenk toeches that the MMSE p$ffi(»3iii«d beUjrs s^mfnlstsrins the ttoage antf € (nonths ^fter sdminlst^rlng ^os^ 

{0409j)v but tto«5 not tes!;^ thgl th6 MUSE is ^rmm^ii&md &i vt&ek 4, week 16, orl y%ar aStsr adrntnistsriRS thd ^sagA, How&ver. 
Scfisnk tsachiss that th© mjjnticMing ts psffo^med &i teast ©very sts smjrtths (para {040S{)» whteh $mpfiss Shst th& fnonitortng is profeafely 
p@jrforrn@)(j 1 ydST adfnifit$i«r1fii9 th® ^jossgs (Ke.. after t»ro K^tions of ^ nionths.). )i fufther m>uki have b6er> obvious ih& 
monHsonng G<H2S(i ^ poff^rniod more o^ion ^esst" evet isbt months tmpKa^ il may &9 <£ona with htgh)9f Irequ^cy), ar\d one of skilf in m& 
an would ^avst determtned 4 week: lS wsr^ diss^b)^ tjmssio monllor via Toutine ^»porirn«^metj(m^ 

As tocia^ 26, S{:ti«f$k doi^ jvat te^dch 9)61 the scoce measuTed adminisin&^on i& hig|heTlli3nhift|KS!i^us$y assessed MMS£ 
$com. However, jt woukl have bedft <^^^Gu$ to titne of skSI in the ait iimt achieving b h^hsr sooife woidiS be s deslrabfe r^ult of 



Ci>aims 3-4, 27» 29-31 , 33-34, 41-42, sn^f 45-56. Isc^ invQnfive step urtd^tr PCT Ajtic^ 33{3) ss being obvious over Wsm^ m view of thsi . 
article ^n£jtl@d ""A of rsvei^ibld posterior le^uCiOdncsphajopath/ syndrome &fim f^^ari^b mfxfmtm'' l^y KiUvmg&m^i si. (hsfsmefler 
"MavrsganH, and furthsf in vtsw of Ihe article en^ad ^Reversibte pastsfsor leukoencap})aSopathy StV^^drome after jt^evadzurrkablFOLFIRil 
iisgjmen fotweiastaSio colon cancer" t»y A^ "Mm!^. 

As to cliai^ 3. Weme taecihes s method af ther^eufioally i^ealing Ai^hetnoet's eflsease <£»ara |003^, fCK^O|)^ cQfnpnsinig admintetenn^ ^ 
intravenous tni^slon to a patient €:Mf¥ering Srom the disease {pern {003@]> [0098}} s dosage of an arttibody tha& s$>BC^icaRy btnd^ to an ^- 
temsin^} ^gment of beta amyloid peptide (A-beta) with @ bindisr^g afSi^ttty of at J@®&t lOe? {p&m |00S9], jpt27)). Wame does not ie^tch 
monisoring She pstieJ^^ for posterios- revenifei® encephaJopta^y syf^rom^ (PRES) or vascular e^emg. ftfl^vrag^ni teas^es PR£S (sJso 
refsfred k> 3S "rsversifcle postsfkjf teukoencejJJ^atopa^y syndrofne** of "RPIS"') is a skJe e^f®<?S of a^^minisif^tian of the fnonioctonaJ 
anybody ^tofim^b (pg psra I , SJ. ^!en feaachas that PRES ^RPLS) is a swj© effect of adEtJiJiisSratiOif^ of the monoclone! anlibcsdy 
b^vaCfstumab (abstfact), Bo^ Js^avfaganJ (pg MSI. para 3) and Mien (pg 1477, pafa 3> specaiJaJe fehat the RPLS is rsJ^rfBd to 4h© antigen- i . 
bir>dir>g speaSdty of respsctiye anSsSJodies, However, one of sfen in tJie aft wouJd have moognlzed thae me sama aids effect in two 
diffsTent a^^tibodie^ mighi ba «$U8 to a ^ec^eric side e^eoi ssso^ated v^lti adml^i^tratioj> of ftrtonoc^onal arttibod3e$ regan^less of bii^ 
s$3scilM5ity. Accordingly, it wouJd Jiav® been o^jvIous So o«e of sitiH in the art that FRES rfijghJ S>e a potentief side ef?ec6 of sdmirtist^aiion of 
an afi4a»ody to A^beta. and i£ woidd have been obvious to monitor ti^ patent for PI^ES, because tt wa^ ifotjlsna tn ^e aft to monttoF stents 
ie<;»iv}ng rnedicsl if^stsnwnt^ 

M io ctefm 4» Warn© tea<^s a meShod of therapaytically trusting AlzheiFT*af's diss^gss (para [0036J» fOOSOJJ, comjjrismg admtmsis^n^ fey 
jrttfavenous tfifi*SJon to a p®ii®nt swfSe^rn^ ffOfn ^ disease (pam |0036J, £00$©]) a dosage of an antibody v«flthij> a range of about 0.5 mgJkg 
to teas than $ (paca ^635)), w^efein m@ ^nttbody spedftoa^ £»nds. to an N^miinaj fidgmant of bsSa amyloid pep^e (A^beta) ; | 
:abtftdthg a^(^^ 9f aji least iC^7M^l (paf@^|^^ Warr}B <£oes natj£each monllorii^^t^ 

encepha^op^ihy ayndraitte (P ve&<suler edetria^Hovvaver, ^t wo«fld have been obvious io i^ of si^H ii^ Wait to: do so» lor the same 

teasonlng given abo^^ for G^tm 

As to clatm:27, Mavragani teaches £hat She f^ofitlonrtg oomprisss peifonnir^ an MRt scant (pg 14^,^ para 

MM da^ms 29-30, MavT^gani teac^hee ti^ l^e monitoring oompHsas l«ien^n@ a^ leak bi!)e<^ni^i^ Shjfsirtptom a$S$^ia|ted vvtth:Pf^$^ $tic^ I 
as headache, visyal^asK)?^ 

As to damis at , 33, a^ 41 &4avfa$ani doe® mi imdtx fediidn9 su&psftdmQ the dosage baaed on an outcome ot the ^Ri scan that is 
indica^^e o? PRES v«iscu1ssr e<j6ma. or lbs identification of at {eaal one difiicaf sympisDm associatad with PBES or vascular edema. 
Hovvever. ir would hsv^ £>adn ^^vi^us to one of isklIMn the ait to do so< because it was {routine In she an to redtsC^^ or suspend athetapeufic 

As \a 34, MsvmsarH does not leach that she MRJ scan is ayei^ 3 fw>th^ months, or eveiy y:0ar. Hovveyer, ^^^v^^ 

Jbbae^v o^TV^e to one of ^M m arl to par^Kim : I 

ar^d or^ of skUi m the art ^u^d have d^j^fniad app<^opri^te intsfV!^ whi^ to ipe^Hfbnn thW MPti iid^hi vt^ f^ijhe 

M to c^^m 42v l^^s^ga^^ 




Form PClV!Sji^3f7 (Ssis?^ B03£) (Apysi 2 W> 




Ih case fclsfi^ In asy ©f tS5« ps^«<llsBg %Jscs is B90t sasl^ijfeja^^ 
Box V.2> Citatiof^s sncS SxptanatkwsE (secona' SupplemsfiJaj Box): 

As to claims i^^swagsc^ <fQ®g rtot t93«?h that 4hd ??ic»Ftiloring imiEcaiss pfss^^f^ <jf PRES «jf vascular odema si a firsi Sim© point aJtar 

a<*minisiiRafiw, ant* s&5«^Ge «f P«E$ or i/ascul^w ftdoma at ^ «econ«| tim« potnt afi!^ th9 Srsi tima poiiit^ 4and the pafiem is administered a 
fii^ d0$a$$ bsl^F^ !to f7iQ!ftltoifn9:)A<Sje3tsfs pr^ a seexmd d£^^ or no do$ag«^ dtScirthiGs jinoiiitbrin^ 

^atects pTBB&eiQ& q1 PRES of va^cylar «d€fna, arvd a thM^dt do^gs a^ar th^ morsUarin^ delects absence of PRES or vascutaf e<tema, 
whfiPBin thfi ^rst a^ th\t^ dosage a^s higher thap? She sscQtrd c^os£g&. Novv^v^r, such a scensriD v^uld hava been obviOu& k> ond Of 
tn th« ait because it vs^s ?«)tittn® {rt^^ $ideBi^isc;t ii ^^^^^ 

dGsage)v snrf lher» to fRcress© H agata tha ^® ssn^s dossg® as 8?® Srst ijosaga) ^b^^^ ddtsniTiiin^ 
whether 1010 iftifi^^ 



As t6 daMTis 4T^9i W^^*no i^iad^ is^t tha anSb^dy is a S^u^mariizad vsrsi^ mmis^ antiSjody 3D© ^jqjfBssed by the hybrfdonna 
d9pb^i^4 tind^i^ AtCC tinder PT^-Sli36:^pt^{(^ [0t 2$iK AfiSliough Wama does noi axpf;as^ tasK^ ^ 
ba{3lVte^tid[!ij^ 

As tc €teff?i 50 and 53, Mavragara td3<^s that PRES is tisJfifmin^d tfSv<ng art MRI scan {P9 *450, para Sj^ but doss r«>t taach tJ^si lha 
antibody is adnrMnisierad at a fifs^ dosa^ befcfs PRES a«- vascuiar ac5©ma is det^rmlnad from th© MR1 ^csn and a sacof^tS dosaga aRsr 
PRES Otr vase^Jar ©dsma Is isSst^rmmad from tha MRS scar*, a^d ti>a sacdnd dcsssga is fess; Sj^af* ih© fsfsl dosaga. However, ir wdiild f^ 
b«®n ofevkjtis to oina of skifl tn iha art to to a^*'"^"^!®*^*" a^tiijo^jfy I>aj«nauztif?iab) as r^adtad. bacausa it^w^ fouSn® f n Si^a ast to 
fsduca Jhs dosaga of a^aiapat^tlc 

As to cteims 51-52 and 54-55, Wame teaches iha pfefayrsd dossga of sntibody su«sh as Eja?>iFJBu2ijma& may E>a 3-5 m9fl<g or 0.5-3 
mgfkq ipQm [Q035g. A3?hpi!@h Warns doss np^ taac^ a pfaian'e<i fifst a/^d second dosage* mduding i*tf*iaj:^i« t^ia second dasaga ts haJff o^ 
th« tr^ dosage^ mat^Kids for d@6eii»ini<ng th® appf^^ d«»sasa n»utsna f ri,tha act. and o«i^ 4^ sitilj in tha a^f wduld hava arnvad at 

(a> a glass viaUpafa {0035JJ coniaintng 9 f&rrmd36i]Of»coryiprt^^ 

0) abou^ 10-250 mg of a humanis^ad aif^^A-beta j^lwdy (pafa lOOaSjjK 
p) abdiJt4%^artii 
(si) at)oul 5- 10 ^TiM iifeii^^^ 
aS>oyt to 

Warna «joes hoi i^acfi iJiat tfia trjsiruc4*o«s ar© to monitor a patiant to whom iha fermyi^ifon is ad«i^ntstared Jbr PRES or vascular eden^a. 
HtmBvsft it would have S>a@n obvious to ona of ski{| $n tiia art to mon^ior ^ paii&nt im PRES, fof the sams raasonin^ glv^a^f stov@ for 
dtaims and Siemforei wou$d hava baan ofiavioua td orta SkHI ii^ Sia ait tii tnduda instfuctHm for noonttoiing for PRES, Isdcaiisa it 
«^ «iQFi^ art l&i^itiiilijjd^ tial^g lb;^a usa t^^^r c^^ti^^^ ^ afily ae^^ 

:prQduced,, 

CJaiRis 21-22 lack an invars^vfa sS)ep under PGT AfticSa 33(3) as jsal^^fg obvidua viifama ki ^&i^ €^Sdtmrk,^nd i^ df US 

20^0234^12^1 ioWaog at aL^I^^ 

A^ iQ^ims 21,,VVaTT^a/^ viaw t»f ^^ai^H taa^a# a fnathdd of ^ite^ai;^^^^ abova for 

claim 13). fi^aimar Warna r^ St^ank taac^^ tJ^Bt t^^^ is a Naaroto^cat Tasfc Battery (i^TB). Wang taai^nas lisa of 

an NTB to riFtonitof ssnsory and iTtdtor furtCSioA (para fOtSSl). K woti:ld hs^ baan oiYviOfua :^ one of sl^l lr);iha arft Id usa an NT@ io ffiOiiftdr 

|Q159J>, aFid il would Ijava been obvioiis iha$ sensory and motor function may ba afiiaccii^d |fi s ha'^ro^G^gscar dssci^ar suie^ a^ AliMhrtar^^ 
disease an^ shtottlt^ ba *TioniJt3r®d to sSqJ 

Aa to cfai^ -^-^i S<:haniK taachas i]^t ti^a on mM^iipta occasions (para [04(^1). 



C^a^s 32. 35, and 43r44 iaok an^f^^ 

yiaw of iWt^, am* itirfiiCF in Vtesw of US ^(Ki$A>iS3321 A1 ^ Hi* at al. Jft^ra^ riaflaf "Hu"). 

As to idaim 28, Wame in view of ?t3@vfagani an^^iSen &sa<^as a^^^^^ Atacnalmar's diseasa (ss© ^^cf^Janation 

aljova for cterm 27), ^aeimar Warn©, Mav^Bgarti, nor AHoj^ tesaches that tha montomg ferjhar co^ri^risss p^^ PLAIR sequ«nGs 

imagEng. taac?ves tha use of a FLAIR saq«©np© imac^ to^^f^ sucTj as an M2*^imaf's pat^snt as gsssrt of ar> 

MRI (para {<J002], fOOOSj, {OOOSJ, {Op4:5?j). AoGording|y> tt would haw® S)aan obs'kstfs to ona orsfea in tha art mat aoy 
ihdudihisia py^f^ saqtm ^Mtd prdy^a a nnaeih^ fdr^r^^ 

^Con^imiad m SuppEemahtaf Bq»)^-^ — ^— ^ — 



Pom PCTT/iSA^ZSI^ (Aprit 200^) 



Iti sp^cein assy £he|^rtc^3«g ^Sc^s^t^ sais^d^ssfit^ 

Bm V.2. actions lantJ EjqsisfiationBi^ 

As to f^Sm 32, Wange tid«s^ not t«9c^ mdu^^ or $u5pen<3$r}g mi dosage based 6it m,- ocitcdM?fia th» FLA^R seqUeii^?^ irr^gu!«g th|i^ f$ 

As to claim 35, Wafig dt>QS nai tasc^^ tJ^at FU^iR ssqv^ ffnagif^ sv&fy S f^orit^S/ev^ry S mortths> of^v^ ysar. Howsvsf , ti 
w0ti!<S ?vav« b«@n obvious to Oi'^e of skill in th® ad to perform the monttofmg st ^uch Msfvsis m qf<ief Jo monitor Ih© prcgrass of the 



As to claims 4M^<^^l^yi^^ thajt ata monitorifig ecw^prisss tdsnSiVirtg at least o«® cJ^ sssc^datsd v^'Sh PRE^ ^uch 

as h&3dai^, visual a&r»OF¥i)3^^^^ iandl sstnat^ f45t> psjria 1). but radu^^ dr suspenc^i^ fho dosa^a baseid on^n 

ou^md of l^ts BJ^iR sequsnce fmsgittg iha* is M vssouisr a^sfna and idsfiitl^csJlaf? aS teast of^edtnt^ fyrnpfom 

asse»?iat3d FRES or vssc^Ssr ^&m^. Ho^^^r. it «^<o«jk^ h^vs b&an o&vio^ one of ski6 in ^ art to dq> j$df. b$c^us@ tt wi^s 
Si tha a»i to r@«hjc@ syspsnci a &5srapeySc tr^atrmhl iipoi? 1^$ ma«t*»staJJpfn off adverse $kJe effects. 



CUsirr® 1-7^3. tS^5$. 41'l&3 have iwlvsliial ag^^^^ as dofi?*^ by Artk^ i3<4^ subsjecs rnattsrcsh ba madw or usesi 



